
Claims 1 and 5 are currently pending in this application. No claim 
amendments are made in this paper. Applicants respectfully submit that claims 1 and 
5 are allowable for at least the following reasons. 

I. The Obviousness-Type Double Patenting Rejection Should Be Withdrawn 

On pages 2-3 of the Office Action, claims 1 and 5 are rejected under judicially 
created obviousness-type double patenting over claims 1-1 1 and 17 of U.S. Patent No. 
6,667,316 (herein the '316 patent). 

Applicants respectfully traverse this rejection. 

At the outset, Applicants note that the Examiner previously withdrew the 
rejection under obviousness-type double patenting (see Advisory Action dated 
November 2, 2005, page 2). However, following Applicant's Request for Continued 
Examination, the Examiner has now inexplicably reinstated the rejection under 
obviousness-type double patenting even though identical claims are presented. 

The Examiner alleges that claims 1 and 5 are not patentably distinct from the 
'316 patent because "the ['316 patent] teaches in its specification , column 13, lines 
18-39 that the instant compounds inhibits PDE-IV, treat inflammatory diseases and/or 
autoimmune diseases." (emphasis added). 

However, while the Examiner bases the obviousness-type double patenting 
rejection on a portion within the specification of the '3 16 patent, Applicants submit 
that it is well settled that only the claims -- and not the specification— of the '316 
patent can be the basis for an obviousness-type double patenting rejection. In re 
Vogeh 422 F.2d 438, 441-442 (C.C.P.A. 1970) ("The double patenting inquiry 
requires that only the claims of the [patent] be considered. . ."). For example, the 
Manual of Patent Examination Procedure ("MPEP") states that: 

[a]ny obviousness-type double patenting rejection should 
make clear: (A) The differences between the inventions 
defined by the conflicting claims - a claim in the patent 
compared to a claim in the application; and (B) [t]he reasons 
why a person of ordinary skill in the art would conclude that 
the invention defined in the claim at issue would have been 
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an obvious variation of the invention defined in a claim in the 
patent. 

MPEP § 804 II.B.l (emphasis added). "[W]hen considering whether the invention 
defined in a claim of an application is an obvious variation of the invention defined in 
the claim of a patent, the disclosure of the patent may not be used as prior art ." Id. 
(emphasis added). The specification may only be considered to the extent necessary 
to interpret the terms of the claims. Id; see also Constant v. Advanced Micro-Devices, 
Inc., 848 F.2d 1560, 1571 (Fed.Cir.), cert, denied, 488 U.S. 892, 109 S.Ct. 228, 102 
L.Ed.2d 218 (1988) ("Although the specification may aid the court in interpreting the 
meaning of the disputed language in the claims, particular embodiments and examples 
appearing in the specification will not generally be read into the claims .") (emphasis 
added). 

In the current Office Action, Applicants respectfully submit that the Examiner 
is incorrectly basing the obviousness-type double patenting rejection on the 
specification of the '316 patent, which is contrary to the well-established rule that 
only the claims of the '316 patent may be considered. Thus, Applicants respectfully 
submit that the obviousness-type double patenting rejection of the pending claims is 
legally unfounded. 

As such, Applicants respectfully request that the rejection be reconsidered and 
withdrawn. 

II. The Rejection Under 35 U.S.C. S 112 Should be Withdrawn 

On pages 3-5 of the Office Action, claims 1 and 5 are rejected once again as 
allegedly failing to comply with the enablement requirement under 35 U.S.C. § 1 12, 
first paragraph. 

Applicants respectfully traverse this rejection. 

The test of enablement is whether one reasonably skilled in the art could make 
or use the invention from the disclosures in the patent coupled with information 
known in the art without undue experimentation. U.S. v. Telectronics, Inc., 857 F.2d 
778, 785 (Fed. Cir. 1988). The Examiner has the initial burden to establish a 

3 

CAJD-528258vl 



reasonable basis to question the enablement provided for the claimed invention. 
MPEP § 2164.04, (citing In re Wright, 999 F.2d 1557, 1562 (Fed. Cir. 1993)). 
Furthermore, " [a] specification disclosure. . .must be taken as being in compliance 
with the enablement requirement. . .unless there is a reason to doubt the objective truth 
of the statements contained therein which must be relied on for enabling support." Id. 
(emphasis added). Moreover, " not everything necessary to practice the invention 
need be disclosed . All that is necessary is that one skilled in the art be able to practice 
the claimed invention, given the level of knowledge and skill in the art." MPEP § 
2164.08 (emphasis added). 

In rejecting claims 1 and 5 under 35 U.S.C. § 1 12, the Examiner focused on 
the following Wands factors: "1) the quantity of experimentation necessary; 2) the 
amount of direction or guidance provided; [and] 3) the presence or absence of 
working examples." (Office Action, pages 4-5). For the reasons set forth below, 
Applicants respectfully submit that despite Examiner's analysis of the Wands factors, 
the Examiner has not met his burden in establishing a reasonable basis to question the 
enablement of the claimed invention. 

1. Tests results and Experimental Data 

The Examiner alleges that "applicants' specification does not provide any test 
results or experimental data showing the instant isoindoline derivatives will be 
effective in reducing the elevated PDE-levels or treating any inflammatory and/or 
autoimmune diseases." (Office Action, pages 4-5) (emphasis added). 

However, Applicants respectfully point out that " compliance with the 
enablement requirement does not turn on whether an example is disclosed ." MPEP § 
2164.02 (citing Gould v. Quigg, 822 F.2d 1074, 1078 (Fed. Cir. 1987)) (emphasis 
added). Moreover, "[t]he mere fact that something has not previously been done 
clearly is not, in itself, a sufficient basis for rejecting all applications purporting to 
disclose how to do it." Id, Consequently, "the absence of working examples will not 
by itself render the invention non-enabled." Id. 

Moreover, in vitro data "showing the instant isoindoline derivatives [are] 
effective in reducing the elevated PDE-levels . . ." was previously submitted by the 
Applicants in the responses dated January 19, 2006 and September 27, 2005. (Office 
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Action, pages 4-5) (emphasis added). It is well-settled that the data provided 
subsequent to the filing of an application should also be considered for enablement 
issues because the later filed data "can be used to substantiate any doubts as to the 
asserted utility since this pertains to the accuracy of a statement already in the 
specification. . .It does not render an insufficient disclosure enabling, but instead goes 
to prove that the disclosure was in fact enabling when filed ." In re Brana, 51 F.3d 
1560, 1567, 34 U.S.P.Q.2d (BNA) 1436 (Fed. Cir. 1995) (FN 19) (emphasis added). 

As such, Applicants once again direct the Examiner's attention to the data 
below that unequivocally show that the compounds of the present invention are PDE 
IV inhibitors. 



PDE IV in vitro inhibition data for selected compounds 
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Thus, as shown by the data above, the compounds of the present invention 
inhibit PDE IV in vitro, thereby demonstrating that the compounds of the invention 
are, in fact, "effective in reducing the elevated PDE-levels." 

The examiner also alleges that Applicants have not provided "test results or 
experimental data showing the instant isoindoline derivatives will be effective 
in. . . .treating any inflammatory and/or autoimmune diseases ." (Office Action, pages 
4-5) (emphasis added). 

However, Applicants respectfully submit that the Examiner may be confusing 

the requirements under law for obtaining a patent with the requirements for obtaining 

government approval for marketing a particular drug for human consumption. For 
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example, in In re Brana, the PTO alleged that animal testing was not reasonably 
predictive of the success of the claimed compounds for treating cancer in humans. 51 
F.3d at 1567. The Court rejected this argument and stated that "[t]he Commissioner, 
as did the Board, confuses the requirements under the law for obtaining a patent with 
the requirements for obtaining government approval to market a particular drug for 
human consumption." Id. The Court further stated that " Title 35 does not demand 
that such human testing occur within the confines of the Patent and Trademark Office 
Proceedings " Id., citing Scott v. Finney, 34 F.3d 1058, 1063, 32 U.S.P.Q.2d (BNA) 
1 15, 120 (Fed. Cir. 1994) (emphasis added). Moreover, the Court stated that "[w]ere 
we to require Phase II testing in order to prove utility, the associated costs would 
prevent many companies from obtaining patent protection on promising new 
inventions, thereby eliminating an incentive to pursue... potential cures in many 
crucial areas such as the treatment of cancer. Id. at 1568. Thus, Applicants 
respectfully submit that human data showing the effectiveness of the instant 
isoindoline derivatives in treating inflammatory and/or autoimmune diseases are not 
required. Moreover, determining the effective parameters for the administration of 
substances that treat inflammatory or autoimmune diseases in a mammal would be 
considered a routine process by skilled artisans and would not require undue 
experimentation. 

Furthermore, Applicants respectfully point out that PDE IV inhibition was 
already recognized in the prior art at the time of the earliest effective filing date of the 
application as a method for the "inhibition of inflammatory mediator release," which 
is a known anti-inflammatory action that is used in the treatment of inflammation. 
(Specification, page 9, lines 15-22, citing Verghese, et ah, Journal of Pharmacology 
and Experimental Therapeutics, 272(3), 1313-1320, 1995, which is submitted 
herewith as Appendix A). With regard to autoimmune diseases, PDE IV inhibition 
was recognized in the art as a method of treatment for autoimmune disorders. (See, 
e.g., Bielekova et al, The Journal of Immunology, 164(2), 1117-1 124, 2000 (analysis 
of the therapeutic potential of PDE IV inhibitors in Thl -mediated autoimmune 
diseases such as Type-1 diabetes), which is submitted herewith as Appendix B). 

Hence, because the in vitro data show that the compounds of the invention 
inhibit PDE IV, and because the prior art recognizes PDE IV inhibition as a method 
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for the treatment of inflammatory and autoimmune diseases, one reasonably skilled in 
the art could make or use the invention for the treatment of inflammatory and 
autoimmune diseases given the extensive guidance in the specification coupled with 
information known to those skilled in the art without undue experimentation. 

2. "[W]hich particular cause would lead to elevated PDE-IV levels..." 

The Examiner alleges that "[o]nce again, applicants have failed to provide as 
which particular cause would lead to elevated PDE-IV levels..." Office Action, page 
5 (emphasis added). 

Applicants respectfully submit that Applicants are not legally required to 
indicate the "cause" of elevated PDE IV levels for purposes of the enablement 
requirement under 35 U.S.C. § 1 12. 

Further, Applicants respectfully submit that regardless of "cause," the 
compounds of the present invention are effective at reducing PDE IV levels {See, e.g., 
data above). 

3. Amount of direction and guidance provided 

The Examiner further alleges that Applicants have failed to provide "guidance 
to which inflammatory diseases and autoimmune diseases are treated with instant 
compounds." (Office Action, page 5). 

However, contrary to the Examiner's allegation, the specification provides 
specific guidance as to which inflammatory diseases and autoimmune diseases can be 
treated using the compounds of the invention: 

[inhibiting PDE IV thus constitute [s] valuable therapeutic 
strategies for the treatment of many inflammatory, 
infectious, immunological or malignant diseases. These 
include but are not restricted to septic shock, sepsis, 
endotoxic shock, hemodynamic shock and sepsis 
syndrome, post ischemic reperfusion injury, malaria, 
mycobacterial infection, meningitis, psoriasis, congestive 
heart failure, fibrotic disease, cachexia, graft rejection, 
cancer, autoimmune disease, opportunistic infections in 
AIDS, rheumatoid arthritis, rheumatoid spondylitis, 
osteoarthritis, other arthritic conditions, Crohn's disease, 
ulcerative colitis, multiple sclerosis, systemic lupus 
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erythrematosis, ENL in leprosy, radiation damage, and 
hyperoxic alveolar injury. 



(Specification, page 9, lines 26-27, page 10, lines 1-9). 

Furthermore, not only does the specification disclose which inflammatory 
and/or autoimmune diseases can be treated using the methods and compositions of the 
invention, but the specification also discloses exemplary routes of administration and 
dosages that can be used in the claimed methods: 

The compounds can be used, under the supervision of 
qualified professionals, to inhibit the undesirable effects 
of... phosphodiesterase [e.g. inflammation and autoimmune 
disease]. The compounds can be administered orally, 
rectally, or parenterally, alone or in combination with other 
therapeutic agents including antibiotics, steroids, etc., to a 
mammal in need of treatment. Oral dosage forms include 
tablets, capsules, dragees, and similar shaped, compressed 
pharmaceutical forms. Isotonic saline solutions containing 
20-100 milligrams/millilieter can be used for parenteral 
administration which includes intramuscular, intrathecal, 
intravenous and intra-arterial routes of administration. 
Rectal administration can be effected through the use of 
suppositories formulated from conventional carriers such as 
cocoa butter. 

Dosage regimens must be titrated to the particular 
indication, the age, the weight, and general physical 
condition of the patient, and the response desired but 
generally doses will be from about 1 to about 1000 
milligrams/day as needed in single or multiple daily 
administration. 

(Specification, page 23, lines 1-15). 

Moreover, the specification further discloses exemplary pharmaceutical 
compositions that may be used in the claimed methods {See, e.g., Examples 39-44, 
Specification, pages 52-57). 

Thus, the specification provides extensive guidance as to: (1) which 
inflammatory diseases and autoimmune diseases can be treated using the 
compositions and methods of the invention; (2) routes of administration and dosage 
forms that can be used in the claimed methods; and (3) pharmaceutical composition 
that may be used in the claimed methods. 
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4. 



Quantity of Experimentation Necessary 



The Examiner alleges that "absent reasonable a priori expectation of success, 
one skilled in the art would have to test extensively many conditions. . ." (Office 
Action, page 5). 

However, Applicants again respectfully submit that no undue experimentation 
is necessary to practice the claimed methods, contrary to what is alleged in the Office 
Action. "Usefulness in patent law, and in particular the context of pharmaceutical 
inventions, necessarily includes the expectation of further research and development ." 
In re Brana, 51 F.3d at 1568. See also Wands, 858 F.2d at 740 (claims directed to 
immunoassay methods were enabled, even though in order to practice the claimed 
invention one would have to screen "hybridomas to determine which ones secrete 
antibody with desired characteristics" because "[practitioners of the art are prepared 
to screen negative hybridomas in order to find one that makes the desired antibody.") 

As in Wands, the Examiner here is objecting to what is basically a screening 
step. Yet here, the screening is not nearly as complex as that in Wands, as the claimed 
invention is directed to the use of specific, readily obtainable compounds, for which 
routes of administration and dosages are set forth in the specification. Moreover, the 
determination by a physician as to whether a compound is effective in treating a 
disease in a given patient is a routine determination that is always made by physicians 
for every pharmaceutical. 

In sum, Applicants respectfully submit that one reasonably skilled in the art 
can make or use the present invention based on the extensive guidance provided in the 
specification coupled with information known to those skilled in the art without undue 
experimentation. The specification teaches specific methods for the synthesis of the 
compounds, as well as specific methods for the preparation of pharmaceutical 
compositions {e.g. tablets and injections). The specification further teaches routes of 
administration and dosages for the compounds. In other words, one reasonably 
skilled in the art is provided specific guidance to make the compounds, convert the 
compounds to pharmaceutical compositions, and administer the compounds with 
specific routes of administration and specific dosages. Furthermore, the specification 
provides specific examples of diseases associated with inflammation and autoimmune 
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disorders that may be treated, as well as the specific target isoenzyme that the 
compounds inhibit (PDE IV). Applicants have also provided detailed in vitro data 
that quantifies the PDE IV inhibition and show the compounds to be inhibitors of 



For at least the foregoing reasons, Applicants respectfully submit that the 
pending claims are enabled and comply with all the requirements of 35 U.S.C. § 1 12, 
first paragraph. Thus, reconsideration and withdrawal of this ground of rejection is 
respectfully requested. 

III. Conclusion 

Applicants respectfully request that the above remarks be entered in the file of 
this application. If a telephone interview would advance prosecution of the 
application, the Examiner is invited to call the undersigned at the number listed 
below. No fee is believed due. However, please charge any required fees to Jones 
Day Deposit Account No. 503013. 

Respectfully Submitted, J 



PDE IV. 



Date: 



June 28, 2006 




Jones Day 

51 Louisiana Avenue, N.W. 
Washington, DC 20001-21 13 
(202) 879-3939 



For: Anthony M. Insogna (Reg. No. 35,203) 
Jones Day 

12750 High Bluff Drive, Suite 300 
San Diego, C A 92130 
(858)314-1200 
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